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APPROVAL LETTER



¥DA 83~141
AF 10-156

FEB 151973

Bolar Pharmaceutical Company, Inc.
Attentions ¥Mr. Rebert Shulman
130 Lincoln Street

Copiague, Hew York 11726

Gentlemens

Reference is made to your abbreviated new drug application submitted
pursuant te Section 505(b) of the Federal Food, Drug, and Cosmetie
Act For Felie Acid Tablets, 1.0 mg.

mierme*ia;alsm Ma to ymr emaaimﬁian é;at:ad Decewber 15, 1972,

raeemﬁeé :ta tha sabnitt&é ¥
ie appma&; B

&a‘y sigufi ’iﬁaﬁt chmgte: in t&a m
applic req ires an . ipproved sup pleme s

N stahts of this étﬁg

© BD-69 BD-66 BD-l_OO g
el

»

The enéimres summarive the conditions rvelating to the appreﬁl af
this &mﬂ.icaﬂm.

Dup

BD-106 BD-242 -
JHEllert/JLMeyer/RJWolters

nit. MAClark, JLMeyer 2/6/73
'MES

ords and ke;mtts kaqnirmt !

Flnal typlng bhy 2/8/73 Appreved

Nl St s Q—(i;/"?j: i
3573 .h, ﬁfm v 2= (73




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

33-141

FINAL PRINTED LABELING



P ORI T

%‘E N ,f

 =KEPROVED o

waters; insoluble in alconol, chloroform apd ether. It is -
£ alkalis. Polic acid is stable in neutral or alkaline
ases as the pH is reduced below 6. Considerable destruction

DESCRLPTION: Polic Acid i
It is very sligntly soluble in
readily soluble in solutions o
golution but its gtability decre
of Folic Acid occurs below pH #.
riety of animal, plant,

s an i.mporta.nt factor for a large Val

and microbial cells. Ita function in tne form of its sctive metabolite, t,etrahydrofolic

acid, is to transfer one—carbon molecular fragments such

methyl from one carbon to anotner. These fragnents serve

thesis of eertain purines, pyrimidinea, ino acids. The methylation of deo:
i i ieh Folie Acid participates,

4o thymidine is one of the more jmportent reactions in whi
i is of desmwriboneucleic acid {(DNA). Def-

tep in the synthesl

DNA may jinterfere with mitosis and be respol
gigantic cells (megaloblasts) that are characteristie of megaloblastic anemias. Other
smportent reactions requiring Folic Acid are the metabolic degradation of histidine %o
glutamic acid and the converaion of serine 1o glycine.

ACTIONS: Folic Acid 1

aloblastic anemias due to a

ective in the tr
a1 sprue, in anemias of

INDICATIONS: Folie Acid i8 eff eatment of mes

deficiency of Folic Acid as may pe seen in 4ropical or non-tropic

nutritional origin, pregnancy, infancy oOr cnildhood.

one is improper therapy in the treatment of pernicious anemia
in B-12 is deficient.

_WARNINGS: Folic Acid al
anemias where Vatamin

WARRATDOS
and other megaloblastic
doses above 1.0 mge. daily may obscure pemicious

anifestations re-

PRECAUTIONS: Folic Aeid especially in
i r wnile neurolozical m

anemia, in that nhematologic remission may ocecu

main ‘progressive.

ADVERSE REACTIONS: Allergic sensitization has been reported following both oral and
nteral administration of Folic Acid.

pare
DOSAGE AND AIMINISTRATION: Oral Administration:
adminietered orally with satisfactory results exce

malabsorption. .
U;ual therapeutic dosage: In adults: 0,25 DE» to 1.0 mE. daily. In children (regardliess
of age); 025 ME- to 1.0 mg. dailye. Resistant cases may re-

quire larger doses.

absorbed and ‘may be

Folic Acid is well
£ intestinal

pt in severe instances O

e subsided and the blood picture has

ge of 0.1 m&- 1o 0.25 mEe. daily
than 0.1 mg. per day. patients
rvision and adjustment of the main-
elapse appears imminent.
nemolytic anemia, anticonvulsmt. therabpy¥y
should be at 1east doubled.

when clinical symptoms hav
become normal, 3 maintenance do!
but never less

Maintenance dosage:

In the presence of alcoholism, pregnancy s
or chromic infection, the maintenance dose
HOW SUPPLLED: Compressed, acored 1.0 mg. tablets in pottles of 1000.

Date of Issue¢ gctober 31, 14972
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DATE COMPEETED: 1-10-73 . enda 3; 83141 _

F.R., DATE: L4~9-T1

CO., NAME: Bolar Pharmaceutical Co., Inc.
130 Lincoln Street ,
Copiagme, N.Y. 11726

NAME OF DRUG: Trade & Generic: Folic Acid 1 mg. Tablets U.S.P.

in bottles of 100 & 1,000

DATE OF SUBMISSION: 12-15-72

TYPE OF SUBMISSION: FPL

LINICAL EVALUATTION:

Review of Lebeling: Container labels and insert approvable.

CONCLUSION: Approvable FPL.

RECOMMENDATIONS ¢

ce:
bup
BDm69

© John H. Eilert, M.D./kim/1-11-73

Approve FPL, request explanation of discrepancy

in marketing quantities; insert restricts availability
to containers of 1,000% there are two container labels,
vne for 100, the other for 1,000. '

((Fctn E. Eilert, M.D. ,




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

33-141

CHEMISTRY REVIEW(S)



TCHEMIST'S RIVIEE FOR ] TFederal Register NDA Number
ABBREVIAlVD NEW DRUG APPLICATION ©->’Statement Date R : :
% QR SUPPLEMENT | L 9-71 ' - 83-1m1 :
Name. and- Address of Ayn‘:cant (City and State) | : 1
Bolar Pharmaceutical Cny, Inc. ' Original
hY 130 Lifichln Steeet = - _ , . ' T :
- . Copiague, New York 11726 . . .. .. Amendment 12-15-72
{  Name of Dru [ N etary N ~ ;
R Name of Drug oppgo?r;e ary Name Supplement :
‘Folie Acid | ~
Purpc £S5 1 £ '
urpose of Supplemen Other
FPL I
‘ _ Date(s) ‘of Submission(s}ﬁ
Pharmacological Category How~Dispen$ed :
Vitamin N : _
- R eE;J o.r.c. L i
. : . , ‘ - umber
. Dosage- Form(s) N _Potency (1eS) ) . Légiggl _
Tablet 1  : 1 mg. : R - - | Related ;ND/NDA/MF_
Satisfactory Labeling
3 Date DueSatisfactory (JHEilert)
"”SafiéféctOIyr Compoments, “Comp 51t10n, Manufacturing and Controls o
A g Date ‘Dae ‘Satisfactpry Active ingredient and drug desa.ge ferm
: 'E'J , - -COomp. €8 Wit 7-Specs. , o
“Satisfactory .;3101001c Avallablllty o
Ly -Pate Bue - -NA
7 “Is. data on current .
S formulation? = = YES %::S NO ’i:j ‘
- .Satisfactory Probably or- P0531bly Effectlve Indlcatlons (if in labeling)
ey Date data Due o R
':-. Estab11shment Inspectlon ' el ' 'Recalls

Satisfactory 2- 26-72

"_Is relabellng of drug 1n commerc1al channels 1equ1red? YES Ej N9 tj..

m.IED secti include 8 reference to the

'~C6ﬁclﬁsiéns T .,;;“v’;ﬁ,; e . , : o

ﬂ,/._ ‘ e et \  Q@/ y ‘, ;L;ﬂr;EjiBV
- RMJWolters - L
Fy




‘ Copiague, New York 11726 _ - | Supplement i
» Rame of DPrug .Ronpreprietary Hame
‘ Folic Acid i
] Other i
Purposc of Supplament
? ’ ‘ . |Date(s) of Subwmissicnfs)
i Draft Labeding- .
" Pharmacological Category . How Dispensed - _ | N _
: : * Number
Vitamin —'X'[ Eml 10186
- - : i l(x '-——.( v O-ToCe . )
Related NDA & MF
“Dosege Fora(s) » Potency (ies)
Tablet 1.0 mg. -
' ;aL).sikcLOJy Labeling
. ]:] Date Due Satisfaetory (JHEilert)
atisfaclbory Componen 3P .)J_Ll 1. 14 JCClu_ln"’ und Controls
’iﬂl,‘f_-j ctoxs D:Lc o &5 (iu }?. and drug of.ge form camplies with USP specs.
. i I < \ -
PAEPYPIITS v By Fuaiin N TRY
Y Daté nuc
| Is cQata on current o
l‘"“] formulaticen? YES {,_____\ 38 Ej
Satisiactor Y Prohanly or Fessibly nifective lndications
: . (if in labeling) _ L
[::j - Date Data bhuc _ .
Est -“D]_:Sh."cm. Inspection - h | _RC‘.calls‘ o
Satisfactory 2- 7 to 25 -72
af fc]_nbc'liﬁ" of drug_; in commercial ghqzmels required? YJJS 1.-.,..1,7 _ RO { f'
Jf so, what level: ' a ' '
Remarks o
- Request FFL
Conc lu jons Rev w/f : o0 : %/\ ;
e RJWOltera S
TN L R FAR AN RN ! ! - S hares

1M ""o REVIEY FUR rederal Registen -
.o KL PR ol hey . -
; r\l‘”)‘y \71.’11 DN, Llu 441’111 1CAT T(u\ 'B"M
' ’ O]n (‘nnnl i

ddme & Address o App]Lc,u)L (City & Stace) .

INLAL WU L

S t&x _i'é‘-_u.'ﬁ? t buate . .

ENT |

Bolar Pharmaceutical COmpa.ny, Inc. ..
- 130 Lincoln Street ) . .

RS aYE & & RTBATI



b’“HTKi'” REVIEW FOR Federal JRegisten- 83-141

/h BREVIATED REY DRUGE ATPLICATICH Statemaent pate .
- OR SUPPLEMENT b-9-TL ' Original7-26-T2

heme & Address of App];cc at (Ciey State) _ p . ————

: Bolar #harmaceutical Company, Inc.

- 130 Lincoln Street . .

, Copiague, New York 11726 - | Supplement

“IRame of Drug I Konpreprictaxy Name ’

| l . NDA Number
]
(X

Félic Acif

Other

{Purpose of Supplement
i . . ’ ' . { Date(s) of Submission(s)

ifharmacological Category How Dispenscd ) 0-156 - ?

. : . TAF Number :

Vitamin |*1r1 : ersnc s
R, L 0.7T.C. l l

Related NDA & MF

A

Dosage Form(s) - Potency (ies)
4 Tablet ' 1 mg.

“Satisfactory Labeling
- [ Date Due To be revised (JHEilert)

T R TP

Satisfactory Components, Compositici. hanJaCtu:ln" and Contxels ' : :
c%ivr 1ngred1ent and- drug dosage form complys to USP specs. 5

B T“::] Date Due _ i

Sneisfactory Lislogce Availabiiﬁfy _'“é

Date Due
: ] l Is data on curreat = - i
- ' formulaticn? YES L1 Ro ij

fSatisfactory Prchapniy or Pessibly pbfective Indications
Y A J

: : (if in labeling) '

[:::] . Pate Data Duc

Establishnent Inspection o Recalls . -

2-T7- to 25-T72

Lo e

43f relabeling of drug in commercial cnunneJ required?” YBS [ o [ i
(f so, vhat level: -

lemarl _ . Request: 1. ‘Revised 1&be11ng per Mo's review.
. 2, Include specs for —====="

. . »'-_ 3. Refer applicant to Part 133 13 for requirements regardlng

% stability. S , §
:poﬁclusions ) . .o
} L ] rev w/f | '» : _ g P
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REVIEW OF ANDA
~

DATE COMPLETED: §-11-72 gx\yégyé,ﬁ;//é3—14i

F.R. DATE: 4-9-71

CO. NAME: Bolar Pharm. Co., Inc.
130 Lincoln Street
Copiague, L.I., N.Y. 11726

NAME OF DRUG: Trade:

& Folic Acid 1 mg. Tablets U.S.P., in bottles of 1000
Generic:

DATE OF SUBMISSION: 7-26~72

TYPE OF SUBMISSION: ANDA

CLINICAL EVALUATION:

l.

2.

Review of Studies: Chemist to evaluate.

‘Review of Labeling:. Container label approvable.

Package insert's DESCRIPTION section is superficial, should be expanded to read:
"Folic acid is yellow or yellowish orange, odorless, crystalline powder.. It is
very slightly soluble in water; insoluble in alcohol, chloroform and ethe¥. It
is readily soluble in solutions of alkalis. Folic acid is stable in neutral or
alkaline solution but its stability decreases ‘as the pH is reduced below 6.

Considerable destruction of folic acid occurs below pH 4." The submitted insert

. does not contain an ACTIONS section. Submitted ACTIONS section should contain

the substance of the following:

"Folic acid is an important growth factor for a large variety of animal, plant and
mlcroblal cells. Its functlon, in the form of its active metabollte tetrahy folie

or methyl from one carbon to another. These agments serve as bulldlng
in the synthe31s of certaln purlnes, pyrlmldlnes, and amino ac1ds. The methyl t10n

acid part1c1pates, thlS belng a prellmlnary step in the synthe31s of deso

ucleic acid (DNA). Deficiency: in the synthesis of DNA may interfere wit

and be responsible’ for the. glgantlc cells imegaloblasts) that are charact,

of megaloblastic. anemias. . Other important reactions. requiting folic -acid are.the -

metabolic degradatlon of histidine to glutamic acid and the conversion of serine
to glycine."

CONCLUSION:

1, Chemist evaluation required.
2. Acceptable container label.
3. TUnacceptable insert.



ANDA#: 83-141 - Page 2

RECOMMENDATIONS:
1. Review by chemist. . k
2. Approve container label. ' e
o include recommendations detailed above. (f/

3. Require revision of insert t

7~ "john H. Bilert, M.D.

Dup
~’BD=69
JHEilert/rt 8-11-72

APPEARS THIS WAY
ON ORIGINAL



" "REVIEW OF RESUBMISSION
DATE COMPLETED: - 10-11-72 ': 83-141

F.R. DATE: 4-9-71

CO. NAME: Bolar Pharm. Co., Inc.
130 Lincoln Street
Copiague, L.I., N.Y. 11726

NAME OF DRUG: Trade & Generic: Folic Acid 1 mg. tablets U.S.P.
in bottles of 1,000

- DATE OF SUBMISSION: 9-28-72

TYPE OF SUBMISSION: Manufacturing data, revision of insert in response
' to 9-22-72 communications.

CLINICAL };“.VALUZ_-S;TION‘:
Review of Studies: For evaluation by chemist.
"Review of Labeling:

Package ihsert: Approvable.

CONCLUSION: 1. Review by chemist required.
2. Acceptable insert.

RECOMMENDATIONS: 1. Review by chemist.
' 2. Approve insert, request FPL.

/QM’W v s TR

CC: . :::.' L o . _e'

.. Dup.
~BD=69

JHEilert/wlb/10-11-72
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- tories,

{DEST+ aSQT Dod-'ct No. I"DC—D—"sﬁ,; NDA
5-897, cte.}

FOLIC ACID PREPARATIONS, \DRAL
AND PARENTERAL FOR TFHEIRA-

~PEUTIC USE

wfugs for Human Use;. Drug Efficacy
Study lmplementation

The Food and Drug. Adminisiration

‘has evaluated reports received fremn the.
National Academy of Sciences- MNaiional .

Research Council, Prug Efficacy Study
-Group, -on the Iollomnzfr folic . acid
preparations: '

1. a.-Folvite Elixir; 5 mg. folio ‘acld

per 5. cc.;
b. Folvite Tablets; 5 meg.
. folic acid per tablet; and . ]
¢. Yolvite Parenteral Soltmon' dxum
folaic equivalent to 15 mzZ. fokk: acid -
per cc.; marketed by Lederle Rabora-
Pearl River; -New “¥ork: 30965

- (NDA 5-897).

. ABn rnarnm:cuuc'u Co.,

2. Polic Acid Tablets; 5 me. per tablet;
marketed by Eli Lilly and Co.,. Brx 618,
Indianapolis, - Indiana. 46206 (INDA
6-135). - ‘ .

3. Folic Acid Injection: 15 me. folic
acid, as the sodium salt, per ¢e.; mar-
keted. by .S. . Durst and Co., The,, 5317
North  Third Street, Fhnilad=slphia,
- Pennsylvania 19120 (NDA 6-333k.

. and 20 mg :

NOTICES L

West-Ward, Inc.
Williams Chemical Co.
“Winsale Drug Co.
_ " *The drugs are rexarded as new
€21 U.S.C. 321(p)). Supplemental new-
drug anplications are required to revise
the labeling in and to update previously
approved applications providing for such
druss. A new-drug application is, re-
quired from any person marketmfr such
dru‘"s without approval.
The Food and Drug Administration is
‘prepared o approve new-drug.applica-
tions and supplements to previousiy ap-

proved new-drug appiications under con--

ditions. described. in this announcement.
A, Effectiveness classification. The
" Food and Drug Administration has con-
sidered the Academy reports, as well as
.other available e\xaence and concmdes
that -

1. Folic acid is effective for the treat-
«ment -6f - megalecblasiic -anemias .-.of
‘tropical and nontropical sprue, nutu-
- tional - ovigin, pregnancy, infancy, and
.childhood.

2. There is a lack of substantial evi-
dence that folic acid is eflective for the
following labeled Ln:tications: ‘“‘macro-
‘eytic anemias associzizd with pellagra
- and similar deficiency states” and such

rague,; vumpeciﬁc congitions
cyiic anemia- of gastrointestinal origin”

 In adgition to the above produets, folic-- and . “meg 'llobu.stxc d.l‘Ln'llaS other than
- acid preparations for therapetgic use"

" are markeied by -other firmes. A partial -
list of other sunpliers of folic acid prepa-
rations limited to prescripiion &ispens-
ing
1eiucnce sowrces, is as foliows:

Division of Eer “ner

mcrican Phas m.\.ceut.ical Co.

.. “American Drug Products.

. Harvey Labs,,

Lannctt Co., Inc.

I §pencer-Mead, Inc.

" Towne, Patlson and Co., Iric.-

American. Quinince Co.

Approved Pharmaceutical Corp._ -
Arcum Pharmacautical Corp. . P
Asscciated La Inc. ) -
Barre Drug Co., Inc., The. .
Barry-Martin Phrarmaceuticals, Ine. -
Bell Pharmacal Co. : ’ -
Carroll Chemical Co., The: '
Columbia Medicatl Co ‘

‘Consolidated Midland Corp, CMC Mearch
Division.. R
Corvit Pharmaceuticals. : ’ R
Paniels, Robert and Co,, Inc.. ) L
Dulfont Phiarmacal Co.. - . - ;
-Evron Pharmaceutical Co., Ine. .

faraday Laberatories, Inc. -
Gold.Leaf Pharmacal Co.j Inc.
Goitham Pharmacewtical Co., Inc_
Halsey Brug Co,, Inc. "
Inc.

Jan.Labs. - . .
Kirzman Labs., Ine. 7

- Lit Drug Co.

- Lustgarten Lahoratories, Inc. t
 Miillin, McCambridge Co., Inc.-
Penhurst Pharmacal Co.

" Pharmex, Inc.

“Preston Franklin Plnrmacal Co.‘ 2
Richlvit Labs: - R
Robinson Laboratory, Inc. :

Stanlabs, Inc. :
SBupreme lerm'\ceutlcnl Co Inc. S
~Thompson, Wm. T., Co. : o

- Vitamin Research Corp.
- Yita-T'ore Products Co, -

Y

A

as indieated in recadily zl’aliablc'

o bears the
L eral law  prohibits: dispensing: \\uhouu
Copreseription.’

permcmus anemia.’

The Food and Drug Administration

also concludes that tlere is no evidence
that. doses of folic .zcid greater than 1
‘mg. daily have greaier efiicacy than do
~those of 1 mg. Furilier, the usual thera-
'neutlc dose, oral or narenteral, should be

uzax Mg 160-1:0:mg. G 18 mainte-
‘pance dobe, should be €1
0.25 mg..daily. .-\L.*} sration of higher
doses greatly increases the possibility of
‘masking vitamin B-12 deficiencies and
“the insidibus develo: nt of or precipi-
“tation” of neuroiogical manifestations

-~ and/or lesions. - .

).1-1ng. folic-acid daiiy continue to: be
regarded - as d.lctarv supplements (21
‘CFR 3:42) and may be pxexmibed when
a maintenance dose of 6.1 mg. a day is
mfhcated :

‘B. Form of drug. Folic 9c1d prepaxa-
t:ons are in (1) tabict form suitable for
<oral administration ard contain no less
:fthan 0.15 mg. and no more than 1.0 mg.
. folic ac¢id'per tablet or (2) solution form*

s suitable for parenteral adininistration in *

“thedosages 1ecommmc‘ed in t,hp luoahn"
-».gmdelmes ‘below.

¢ Labeling .conditions.
_statement “CAUTION:

1. The hbe‘

-9, “The drug is labsl
Call: requircments. of th
- 'tions pxomnlgnted the
“parts of iis labeling ingicated below are
> substantially as follow
Alondl information, applicable -
drug, may: be propozed
gppropriate  parasrani

ed
e Act and regula-

Y
H

the -
under other

" helow.)

" FEDERAL REGISTER, VOL. 36, NO. 69—FRIDAY, APRIL 9,.

drugs

as ‘‘macro- .

dntravenous,
Ln
e

Prep'nauons supplring no more than’
-has ‘tecome ormal,
©0.1 mig.-to 0:25.nig. daily should be used, but .

Fed-.

to comp‘y \v‘th _
under, ana those
: (Optxon'?.l addi--

headings. and-
-should fo]lov' the mform tlon set forth

Wraes
Foric AcCip

DESCRIPTION ..

(To be supplied by the manufacturer. This
is to be counfincd to an appropriate descrips’
tion of the physical and chemical properties
of the drug, and the formuilation.)

ACTIONS

(To be supplied by the manufacturer. This
is to be confined to an appropriate statement
of the demonstrated pharmacologic/pnysio-
logic acticns of the active ingredients of the
drug in humans. When :the mode of action
bas not heen determined, this showid be
cleariy indicated.) . . :

INDICATIONS .

I‘ohc acid is_effective in the trc'\tmcnt of
me"qlobl‘\stlc anemias due to a deficiency of
foiic acid as may be seen in tropical or non-
tropical sprue, in.ahemias of nutritional
origin, pregnuncy, infancy, or .childhood.

WARNINGS'

Folic. acid.alone.is improper therapy in the
treatment of -pernicious anemia and otizer
megaltoblastic anemxas where vitamin Bjs is
deficient.

szc;mnons .

Folic.acid cspccwllv in doses abové 1.0 me.
daily may obscuré pernicious ancmia, in that
hematologic remission may occur vulnlc neu-~
rolomcal m'\nuestatxons Temain pro"re':s'\e

ADVERSE PEAC‘I‘IO\'S

Allergic sensitization has . been rcvo“ed' )
foliowing’ both oral and parenteral '1(1.111111:-
trauon of folic acid. ’

DOSAGE AND AD\II\‘IbTRATIO\T

Oral. administraiion: Folic acid s \'.ell-'nb-‘
sorbed and may be '\dmini<tcxéd orally with
satisfactory results except in‘sev ere instances
of intestinal mala rption. .

Parental cgdm pistration: 'Intramuscular,
Aand. subeuwtaneous rouies may
e Used if the ditcase is excepiiona 1y sovere,
or il gastroinuestinal absorption may te, or
is KNowWn. to be, impaired.

Usual therapeitic dosage' In adults: 0.2
mg. to 1.0 mg. daily, In Children (rLgarc’Lets
ci aae; -0.25 10.1.0 mg. daily. P..<.51 tant cases:
may require.larger doses..

1D~

faintenance dosage: \When cllmc"d 3ym
toms. have stibsided and the bicod
a maintenanee Gose of

never ‘less than 0.1 mg. per. day. Patients
should be kept under closg supervision and

- z_xdjustme_n-t of the maintenance dose mad

if relapse appears imminent.

In-the presence ot alcoholism, pregix nc‘:.
hemclytic - anemia, anticonvulsant the .
or. chironic infection, the mamtcnance u_._e

’ snould be at le'\st doublc.l

D. Prevzou sly anproz/ed aup'ccat:ons.'
1. ¥ach holder.of a f“deemed approved”

-new-diug application (i.e, an application

which became effective.on'the. basis of .
-safety prior to. Cctober 10, 1962) forsuch -
drue is requestiéd to seek approval of the
claims of effectiveness and bring the ap-
plication into conforwy nnce by <ub nitting -
supplements eontaining:.;
2. Revised labeling as ncedcd to o~

_form to the labeling conditions described

“herein for he druz, and complete cur-

rent conta‘ner-hbdmg, uuless 1cccnth .
sumnuted e » o
b, Updating mfouvntxon as nccded to.
mo‘ ide for.an oral-dosage form contuin-
ing. no. less than (15 mg. and no more’
‘than 1.

.mg. folic.acid per tablet or a
' De "HN- e

1971 -

cture -
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d. The application has not been ruled

amowuit 'mplommtc for admnmtratwn- incomplete or unapprovable.

as described herein, and to make the an-
“plication current in regard to items 6
components), 7 (composition), and 3
‘mP?}\nL. , facilities, and controls) of .the
dirug app‘.}cat:on {form ¥D-336H o
e C\tc 1t deseribed for-ahbreviated new-
druz applications, § 130.4(f), published
in the FEDERAL REUISTER April 24, 1970

. (35 F.B. 6374). (One supplement ma

contain all'the mfmmatlon described m .

this paragraph.)
2..Suchr supptements should "be sub-
mitted within the following time periods
after the date of publication of this no-
- tice in the FEDERAL REGISTER:

a. 60 days for revised l'ﬂ*elmg; or, for
those products which must -be reformu-
lated, 180 d?\s for revised Jabieling fully
jn accord with this announcement, pro-
~ided ‘claims for which substantial evis
dence of efiectiveness

shouid be submitted under the provisions
- of §120.9 (&) and (e) of the nexw-diig
_reﬂﬂut'ons (21 CFR 130.9) which permis
ceriain changes to be put into effect af-
the earliest DOS‘J}']C time. :
b. 189 days for updating mfozmat‘en
3..Markéting of the drug may continug
. until the supplemental applications sui-
‘mitied in-accord with the preceding sub-
paragraphs. 1 and ‘2 -are acted upol,
provided that the labeling of the prepa-
ration suipped within the jurisdiction of

is lacking are.
deleted-vwithin- 60-days. The supplementis -

“the "Act is in accord with the lavelitig-

conditions described in this anncunce-
ment
in subparagraph 2a.

‘Yrthin the time periods described

"E. New avplicegtions. 1. Any DGISO"I who

distributes or intends to distri

e W

i ln?r-nr ol Fneh s
f wse for which it has bnen
e effcctive, as described under

show 1o
Al above,

showld submibt an abbreviated new-druz.

app..cat.on meeting the condions spec-
. ified in § 130.440) (1) and (2), published
Jin the FLDERAL REGISTER - Apﬂ_l 24, 14559
(35°T.R. 6574) .. Such applications shouid

““incluge proposed labeling which is in

pute. suf'.“. :

- mecord with the labeling condmons de-'

.. scribed Therein.:

‘2. Distribution- of 'my such menara- -

“tion currently on the market without 2

continued provided that:
a. Within 60- days- from the date of

- FEDERAL REGISTER, Lhe labeling of such
" preparation shipped within jhe juriscic
. tion of the Act is in qccmd with t'
~labeling conditions described herein, ex-
cept that if the pr eparation must be re-

-formulated, 180 days will be allowed for -

. the dosage recommcndatlom to bd in
“accord with this annouicemat oL
b. The manufacturer, pa(.l:er ‘or dis-

tion, 2 new-drug-application {o the Focd
and Di* ug Administration.

_he application as s ,76C1ﬁ\_(1 in a writfen

d'mnxﬂtx auon

~. publication 9f this announcement in'the”

trxoutor of such-drug’ submits, - witkin’
180:doys from the date of this publica-

¢. The' '\m)hcant submits \uthm ‘a
reasonable time additional hiformation.
.“that may.be-required for the 'v)prov al of -

cainmunication: from the I‘oocl 'md U;m:Y .
» o -i_ug in another form or for use other than

“and the reculations promuls
. wnder (21 CFR Part 130}, the Commis-

- who would be adversely

su.)sumt.al -x

F. Opportunity for a hcaring. 1. Tho
Commissioner of ¥ood and Drugs pro-
poses to issuc an order under section
505(e) of the Iederal Food. Drug, and
Cozmpetic Act withdrawing approval of
all new-drug applications and '1‘1 amend-~
menis and. supplements thercto provid-
ing for the indications for
stantial evidénce of efiectiveness is lack-
ing as deseribed in paragraph A2 of this
announccment.. An order w ithdrawing
approval of the applications will not is-
sue. if ‘such -applications are sunple-
‘mented, in accord with this natice, to
delete such indications. Promuigation of
‘the proposed order would cause any such
arug for human use offered for the in-

- dications for which substantial evidence

of effectiveness is lacking, to be a new
druz Tor which an approved new-drug
application is not in- effect. Any such
drug-then: cn. the.markei would be. sub-
iect to rezulatory proceedings.

2. In -accordance with the provisions
of section 505 of the Act (21 US.C. 355)

sioner will give the holde's of any such
,app‘lcatmns, and any interested person
affected by such
an-order, an opportunity for a hearing
to show why stich indications should not
be deleted from labeling. A request for a
hearing must be filed within 30 days after

the date of publication of this nolice in
the ¥epezar PzcisTeR. A request for a-

hearing may not rest upon mere allega-
tions or denials, but must sct forth cpe-
cific facts showing that a genuine and
sue of fack reguires a hear-

full- f"lc.,u 1 'u‘_.lbﬂs of the chwml and
other investizational data the cbjector
is prepared to prove in a hearing. Any
data stibmitied in rc~p0'1<c to this notice
must be previously unsubmitted ¢ and in-
clude data from adeguate and well-

controlled. clinical investigations (iden--

tified for ready review) as described in

©§130.12¢a) (3) of the regulations pub-

lished in the FeneraL Reclster of May 8,
1970 (35 F.R. 1250), Carefully conducted

: 2n and documented clinical studies obtained
~approved new-drug applicalion may C_\‘3 -

tinder uncontrelled or partially controlled
sttuations -are not acceptable as a sole
basis for approval of claims of eifective-
ness, but such studies mzy be considered
on their merits for corioborative support
of efficacy and evidence of salely. If a

. hearing s requested and justified by the

response to this notice, the issues will he
deiined;- - a Jiearing examiner - will™ be
naned, and he sheall issue a written no-
tice of the time and place at which Lhe
‘hearing will commence.

G. Unapproved use or form of drug.
1. If the article is labeled or advertised
for use in any condition other than thoge
provided for in this announeément, it

-may be resarded as an unapproved new

drig -subicct to reculatory: proceedings

“until such’ recomendnd use is approved

in a new-drug application, or is other-
.mse in accord with this-anncuncenient.
- If the article is proposed for market-

which sub-

- obtain a copy by

ated there-

- Cozmetic Act (secs.

NO, 69—FRIDAY, APRIL 9, 1971
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the use provided for in this ann'f;"—"e-
ment, appropriate adaitional inforn ot
a5 doscribed in & 1304 or § 130.8 of the
regulations (21 CFR 130.4, 130.9) m=y u:-
required, including rcsuits of ahimszi and
clinical tesis intended te show w
the dru« is-safe and effective,

rorner

ZTflet

Representatives of the Admministrztien
are willing to nicer with any interssted
person who desires to have a confsreneca
concerning  proposed changes iz “the
Jlabeling 'se¢t forth herein: Requesis for
such meetings should be made to L 2 O~
fice of Scientific Evaluation at the ad-
dress given below, within 30 days siter
the publication of this notice i the Fze-

ERAL IEGISTER.

A copy of the NAS-NRC report has
been furnished to.each firm referted to
above. Any other interested-perscn may
reauest to the appropri-
ate office named bhelow,

Communications forwarded in re-

.sponse to this announcemen: showld b2

identified with the reference m
DESI 5357, directed to the atten
the following appropriate oilice,
dressed (unless otherwise specified)
the Food and Drug Administration.
Fishers Lane, Rockviile, Maryland 23352
Supnlements (identify v.xth NDA r\LNMr):
Office of Scientific L.ala wtjien . (BD-100} .
Hureau of Drugs.
Or :al abbreviated new-drug appliraiions.
=ntify as.such): Drug Eficacy . %
1:\:_-;}{enmntation Project Ox ice (BD-Z),
rewi.of Drugs. .
Regrest for Hearing
nL.*r*b-,r) “Hearing
eral Counsel (GC—I) Rooms b P‘.
All ot hea co'nmu

D .
Rcquests for NAS-NRC report: Pross -
tions -Otlice (CE-2uC), 209 C Sure 3V
1ington, D.C. 20204,

\WVESDH

This notice is issued pursuant is pro-

visions of the Federal Feod. Druz. and

592, 505, 52 &t

1050-53, as amiended; 21 U.S.C. 352; 333+

and under authority delegated o iz

Cowm:ssxoner of “Food and Dn:’
CFR 2.120).

Dated: Mmch 19, 1971, °

- Sam D. FxE,
As'sociaw Commission
. for Complinnce.

{FR Doc. 11—4952 Filed 4- 8—71 8 45 zm ]

(2%

.

e [DE’SI 10423].

I.EVAI.LO?PHAN TARTRATE
) CINJECTION: .

Drugs for Human Use; Drug ER .‘c‘;f'
Study Implementatien

'l‘ho' Food and Drug Adminis

N nonql Ac"xdcmv of Sciences-N
Researclt Council, Drug Eicacy
Group, on the follovmf7 drug for
venous use:

Lorfan Injcchon contammg
lorphan tartrate; Rcche -Laborn
Division of ‘Hoffman-LaRcche, Ix:-ﬁ 31,;
Kingssland Stieet, Nutley, New z
07110 (NDA'10-423). -

A sy

P it ey
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NDA NUMBYE);{ J
. 83-1h1
NOTICE OF APPROVAL

DATE APPROVAL LETTER.ISSUED

FEB 1% 1973

NEW DRUG APPLICATION OR SUPPLEMENT

T ' g FROM:
‘ ’ Bureau of For!
Press Relations Staff (CE-300) X "reigae

[ ] Bureau of Veterinary Medicine

. . ATTENTION
Forward original 6f this form for publication only after approval letter has been issued.and the date of
approval has been entered above.

TYPE OF APPLICATION P CATEGORY
' ABBREVIATED . SUPPLEMENT '
[ JoricinaL NDA ORIGINAL NDA U +o noa (X] Human [)veTeRinasY
TRADE NAME (or other designated name) AND ESTABLISHED OR NONPROPRIETARY NAME ¢if any) OF DRUG
Folic Acid .
DOSAGE FORM HOW DISPENSED
Tablet O rx (Jorvc

ACTIVE INGREDIENT(S) (as declared on label. List by established or nonproprietary name(s) and include amount(s), if amount is
declared on label.) .

Folic Acid ' 1 mg.

NAME OF APPLICANT (Include City and State)

Bolar Pharmareutical Company
Copiague, New York 11726

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

Vitamin

, . : ‘ COMPLETE FOR VETERINARY ONLY
ANIMAL SPECIES FOR WHICH APPROVED - : '

ar

CHANGE APPROVED TO PR'OV.IDE FOR .- . .

COMPLETE FOR SUPPLEMENT ONLY

,1

N\

FORM.PREPARED BY

NAME DATE

R.J. Wolters

FORM APPROVED. BY . ' -

NAME ) o E . DATE

J.L, Meyer

FD FORM 1642 (7/69) - - : .. . PREVIOUS'EGITION MAY BE USED UNTIL SUPPLY. IS EXHAUSTED.

i




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

83-141

CORRESPONDENCE



RESUBRIISSION

NDA ORIG AMENDMENT

BOLAR PHARMACEUTICAL co. INC  #P[f

130 LINCOLN STREET o COPIAGUE, L.L,N.Y.11726 o 516.MY 1:545%
NDA 83 - 141

Bureau:: of Drugs December 15, 1972
Food. and Drug Administration
5600 Fishers Lane
Rockville, Maryland 208552
Gentlemen:
In reference to your letter of October 25, 1972 regarding our abbrev-
iated new drug applicatien for Folic Aeid 1.0 mg. Tablets, NDA 83 - 141
enclosed please find the fidllowing:

1. Final printed labels.

2, Fnal printed package insert.

Sincerely yours,

" BOLAR PHARMACEUTICAL CO., INC.

RECEIVED | COPY
AT TN |-y
RO A

BERT SHULMAN, PRESUDENT COVER LETTER #1ADE

FOR DUP.___ TRIP

Quie G




- *.! é?3>_//975
o ~ BBBREVIATED
o | , EW DRUS ApPLIcATION

BOLAR PHARMACEUTICAL CO.. INC.

130 LINCOLN STREET e COPIAGUE, L. I, N. Y. 11726 e (5S16) MY 1-5454

Bureau of Drugs

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20852

Attention: DESI Project Office

. Gentlemen:
This Abbreviated New Dru Application for a compressed tablet of
FOLIC z&éﬁD I mg.

. . is submitted to meet the conditions-specified in regulation 130.4 (f)
) published in the Federal Register of April 24, 1970 and the DESI

announcement on  FOLIC ACID 1 MG. TABLETS . -
appearing in the Federal Register of pril 9, 1971

Enclosed is a signed form 356H,

APPEARS THIS way
ON ORIGINAL “

ALANTITITAMTIIN YN A AT MY T a0y 52 e e



7@ wy/= RESUBMISSION

: NDA ORIG AMENDMENT;

BOLAR PHARMACEUTICAL CO. INC.

130 LINCOLN STREET e COPIAGUE, L. 1., N.Y. 11726 e 516-MY 1-5454

BUREAU OF DRUGS SEPTEMBER 28, 1972
FOCD ANP DRUG ADMINISTRATION

5600 FISHERS LANE

ROCKVILLE, MARYLAND 20852

Gentlemen:

In response to your letter of September 22, 1972 regarding our
submitted abbreviated new drug applieation for Folic Aeid 1 mg,
Tablets NDA 83-141 please be advised of the following:

Jtems No. 1, 2, &3 = Three copies of revised Package Insert.

Speeifications of the eomponent _ -~ .

Statement regarding Stability Studies.

Sineerely yours,
BOLAR PHARMACEUTICAL CO., INC,

L R Sl

ROBERT SHULMAN, PRESIDENT

RECEIVED__ /[ __ COPY
PHOTCSTATS MADE
FOR DUP______ TRIP.___.

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES - |

or1E

275"



BD=66.
{ BD=106
' BD-ELFQ

BD=100 - o
~ BD-310 £
SRR JHEilert/JLMeyer/RJ‘Wolters/10-19-72 ,
D 367 R/B init: by. HCJ.ark/JMeyer/lO-19-72
v [ Fipal typing/l;im/l@-EO—?E |
Appravable., s




" SEP 2271972

xwm Pharmaceutical Compauy, Inc,
Attention: My, Bonert &, Shulsan
130 Lingoln Street

Coplagues, New York 11726

feferance is made to. youxr abbreviated new drug spplicatfon duted

July 26, 1972, subnitted pursuant to Sectien 505(b) of the Fedeval
Food, Prug, and Cosmetic Acﬁ for Folic Aﬂiﬂ Tablaets, 1 mg.

eiated new dtug app!

We have couwplsted the reviev of this abbravie ,
i - : ol loving eomm&& réga é:mg t.hs pxepam h’k&iins%

“Falie Acld isayaﬂm nry"-‘f; wigh or -odorie
det; A!t\i.s”vwg a!.tgh 1y sﬂ‘"'h'ia uater; :

aewta twlw gﬁ 4.

2, The ACTION mmn shanm ﬂwlﬁd& t:!m ﬁell_.ff

e CAKS THIS WAY
ON ORIGINAL




Bolar Pharmacentical
HDA 83~341

_Page 2,

3, It is recommended that the HOW SUPPLIED section inelude the
potendy of the drug.

Other information required by Sestion 130.4(f) of the msxmm:

Submit the specificetions applied to tha component -

Regarding stability, it is noted that Part 133.13 (21 CFR) of the vegu-.
lations dafines the mspmihiliﬁms for stability testing.

, _Ham let us have your response promptly.

oLl
N!Kr-BO
Dup
BD~69
BD-66

-~ . Bp-=106
BD-242 '
JHEilert/JLMeyer/RJWoleers 9-14-72
R/D init. MClark/JLMhyer/9—15—72
Final typing/rt 9~18-72

.,rev w/f f\dl‘ o   ‘-‘ jJ:L?;' 
el Ll




it ‘.-;!.r::;;géBDQ-rIGQ;gE;;-_:-, o SENEE g, o oL
- BD-66

AUG2 w2

pascevtical Co., Inc,
i&tﬁﬁﬁ&m Me. Bebert Shulman
339‘ £t %ﬁ«ggfﬁéh
Copiague, Hew York 11726

Gentlemens

- We acknotledge the xecelpt of your sbbrevisted new drug mxmm
auhuiﬁt&é pursusnt to Section Vﬁﬁﬁfbi &f the Fedeval Food, Prug, and

BRiR of DEUG: Folie Acid Tablots, 1 mg.
| DAIE of APPLICATION: July 26, 1972
€ WORIPT: July 31, 1972

e will correspond with you farther sfter we have had
o gwim tﬁg mxmm

ces
Dup
- BD-106

BD-310
: JIMeyer/kim/B- 1 72




